Drawings in due^^hi of November 30, 1998 • 09/485473 

1 / 12 

human neutral Spliingoniyclinasc (NSM) Gene Sequence 

ACCGCGGCCGTCGCTGGAGAGTTCGAGCCGCCTAGCGCCCCTGGAGCTCCCCAACCAXGA 
1 + + ^ ^ ^ ^ g(j 

TGGCGCCGGCAGCGACCTCTCAAGCTCGGCGGATCGCGGGGACCTCGAGGGGTTGGTACT 

EI 

AGCCCAACTTCTCCCTGCGACTGCGGATCTTCAA.CCTCAACTGCTGGTGAGTGCGTCTGC 
6} 4 + ^ 4 + H. 

TCGGGTTGAAGAGGGACGCTGACGCCTAGAAGTTGGAGTTGACG7i,CCACTCACGCAGACG 

GGAGTGCGGTCTGGGGGCCACCTTCCGTTCGCACCCATGCAGCCTTCCTCCCCCTATCCC 

12: i 4 4 + + + 

CCTCACGCCAGACCCCCGGTGGAAGGC^J\GCGTGGGTACGTCGGW'.GGAGGGGGATAGGG 

GCCCCACGATCTCAGGGTGTAGGGA7i/iACCCG/'-ACCTCCAAAGTCCACATCTGGCCCCAG 

IGl 4 + + ^ H — + 240 

CGGGGTGCTAGAGTCCCACATCCCTTTTGGGCTTGGAGGTTTCAGGTGTAGACCGGGGTC 

CGCCGGTGGTCCCAGCAGTCGCCTCCCCTGCCCCGCTCTTCCCTTCCTTAGGGGCATTCC 

24 1 + + 4 + 4 + 300 

GCGGCCACCAGGGTCGTCAGCGGAGGGGACGGGGCGAGAAGGGAAGGAATCCCCGTAAGG 

GTACTTGAGCAAGCACCGGGCCGACCGCATGAGGCGCCTGGGAGACTTTCTGAACCAGGA 

301 + + + -+ + + 360 

CATGAACTCGTTCGTGGCCCGGCTGGCGTACTCCGCGGACCCTCTGAAAGACTTGGTCCT 

EII 

GAGCTTCGACCTGGCTTTGCTGGAGGAGGTGAGATTGTGCAGCACGGTGCGGAACCCAGG 

361 + +- + + + : + 420 

CTCGAAGCTGGACCGAAACGACCTCCTCCACTCTAACACGTCGTGCCACGCCTTGGGTCC 

CTGGGRGGAGGGACAGACCGTCCCRCTGGGGAAAGACCAAGCAGGCATCCTCACCGCTTC 

GACCCTCCTCCCTGTCTGGCAGGGTGACCCCTTTCTGGTTCGTCCGTAGGAGTGGCGAAG 

CCTCAGGTGTGGAGTGAGCAG<aCTT«AGTACCTGAGAa«3AAGCTG!^^ 

481 + + + + H + 540 

GGAGTCCACACCTCACTCGTCXSTGa^lGGTCATGGACTCTGTCTTCGACAGTGGATGGA^ 

Ein 

Cca.GCIGCACACCACTTCCX;GAGGTGAGAAGCCCACTGGCCTGRAGCCTGTTGTCATCCC 
GGTCGACGTGTGGXGAAGGCCTCCnCTCTTCGGGTGACCGGACTTCGGACAACAGTAGGG 

601 + + + + + + 660 

TCCTCCGAGAACCGGGACGGTCGGGAAGGGATAGGACGGACGTGAGAGGTCAGAGGAGGT 

GCCTCCTCTCCCTCTGGATGTGAGAGAAGGAGAAGGGTGAACCAAGAAGGTCCTATGACT 

661 + + + + + + 720 

CGGAGGAGAGGGAGACCTACACTCTCTTCCTCTTCCCACTTGGTTCTTCCAGGATACTGA 

TCAGCCCATTTCAGCTTTGTTTTCTGGCTGCCCTATACTCCTCCAAAGGCCGTCGCCTTG 

721 + + + + + + 780 

AGTCGGGTAAAGTCGAAACAAAAGACCGACGGGATATGAGGAGGTTTCCGGCAGCGGAAC 

GTTCTAGGGCTAGTCCCAGCAGTAGAA-^AAGfJiAAAAATAGCTGATCAGAGCTGGAA.GAC 

•781 ,+ + + + + 840 

CA/AGATCCCGATCAGGGTCGTCATCTTTTTC7TTT7TTATCGACTAGTCTCGACCTTCTG 

W^.GGGAGGGGAAGAAGGCTGGGTGTCTCTCCCTGTTTTTCTGGTTATTAAGCAGGGCTTG 
G4 1 4 , 4 ^ H + 900 

TTCCCTCCCCTTCTTCCGACCCACAGAGAGGGACAAPA.^.GACCrj\T.^ATTCGTCCCG^J\C 
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CTCTCCCTCCTTCTCCCCCACATCCTAGCATGAGCCAATGRTTCCCTTAGGGCTCTGAGG 

1861 + 4 + + : 4 + 1920 

GAGAGGGAGGAAGAGGGGGTGTAGGATCGTACTCGGTTACTAAGGGAATCCCGAGACTCC 

EVIII 

AAGGCAACACAATGGTACCCAAGAACTGNTACGTCAGCCAGCAGGAGCTGAAGCCATTTC 

1921 + + + + + + 1980 

TTCCGTTGTGTTACCATGGGTTCTTGACNATGCAGTCGGTCGTCCTCGACTTCeGTAAAG 

CCTTTGGTGTCCGCATTGACTACGTGCTTTACAAGGTCAGGCTCCTCCCTTCAACATGCT 

1901 + + 4 ^ ■< + 2040 

GGAAACCACAGGCGTAACTGATGCACGAAATGTTCCAGTCCGAGGAGGGAAGTTGTACGA 

TTCATATGCTGTGTCTCTTTGTCTACTAACCTGTGTAGATCCTTTGCTCAGNTAGTCTAG 

20-! 1 H < + 4 H + 2100 

/■iAGTATACGACACAGAGAAACAGATGATTGGACACATCTAGGAAACGAGTCNATCAGATC 

TCTTGGACCACTGATGGGTGGAAAGTGGGGTAGCCGGGAGCTGGTTCTCTGGGAAGAGGC 

2101 + < -1 H H + 2160 

AGAACCTGGTGACTACCCACCTTTCACCCCATCGGCCCTCGACCAAGAGACCCTTCTCCG 

CCTCATATATAAGCTTCTCTNTGGCCCTTACTTTTCCTAGGCAGTTTCTGGGTTTTACAT 

2161 + ^ ^ ^ -i ■ * 2220 

GGAGTATATATTCGAAGAGANACCGGGAATGAAJiAGGATGCGXCAAAGACCCAAAATGTA 

CTCCTGTAAGAGTTTTGAAACCACTACAGGCTTTGACCCTNACAGGGGCACCCCCCTCTC 

2221 + + + -I + + 2280 

GAGGACATICTCAAAACTTTGGTGATGTCCGAAACTGGGANTGTCCCCGTGGGGGGAGAG 

EIX 

TTGATCATGAAGCCCTGATGGCTACTCTGTTTGXGAGGCACAGCCCCCCACAGCJVGAACC 

2281 + * + + + + 2340 

AACTAGTACTTCGGGACXACCGATGAGACAAACACTCCGTGTCGGGGGGTGTCGTCTTGG 

CCAGCTCTACCCACGGTGAGTCACCCCCACCCTTTCCTTGGCCCTTGCCCCGCTTGAAGC 

2341 + + + + + + 2400 

GGTCGAGA.TGGGTCCCACTCAGTGGGGGTGGGAAA6GAACCGGGAACGGGGCGAACTTCG 

RGCCCTTCCACTCTTGACTCTCTCCTGCCCCACTGCCCTGCTCTGTTGTAGGACXy^Oa^ 



24 61 + + + + + + 2S20 

TCTCCAGCGGCAACTACACACACGATTTCCTCCGGACCTGCCTCGACCCAGAC^^ 

2521 + — + — + + — : ■-+ ■■ + 2S80 

GAGICCGAGCXyiCCACCCGGTGGAAGCGATCGATACACTAACX:GGACCCCGACGAAGAGG 

EX 

2581 ~+ +-- . + + + + 2640 

264 1 + + - + + + + 2700 

AGGTCAATGGCTTATATAGGGCCCAGGCTGAGCTCCAGCATGTGCTAGGAAGGGCAAGGG 

2701 + + -t + + + 2760 

TCCAGTTACCGAATATATCCCGGGTCCGACTCGAGGTCGTACACGATCCTTCCCGTTCCC 

AGGCCCAGGATCTGGGCCCAGAGCCTCAGCCAGCCCTACTCCTGGGGCAGCAGGAGGGGG 

2761 1 + ^ ' -I * 2820 

TCCGGGTCCTAGACCCGGGTCTCGGAGTCGGTCGGGATGAGGACCCCGTCGTCCTCCCCC 

AC AG AAC T/^AAG AACAAT AAAG CTTGGCCC AA 
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Mouse Neutral Sphingomyelinase (nSMase) gene sequence 



TNGAI-INCTGTTAGCTCCAGNCCGGTNGGTCGCCGTNCTAGNCNNATCTNTATAGCTCTTC 

1 + + + + + + 60 

ANCTNNGACAATCGAGGTCNGGCCANCCAGCGGCANGATCNGNNTAGANATATCGAGAAG 

GTTGCGAGCNCAATTNNNTCTCAATAAANGGATNCANCCCTATGACAGAACGTGGACCCC 

61 + + + + + H- 120 

CAACGCTCGNGTTAANNNAGAGTTATTTNCCTANGTNGGGATACTGTCTTGCACCTGGGG 

CGCCCGCCANCNCANGNGAIJACCGCGGCATGGGNCTGAGGTGCKCAI'JGGTGTCTGGGGCG 

121 -I + + + + H 180 

GCGGGCGGTNGNGTNCNCTNTGGCGCCGTACCCl^GACTCCACGK'GTOCCACAGACCCCGC 

AGGGGTTACCTCAGCGATGGTCTTTGACACCTGAAJ\GCTGGAGCTTTTGAANAGCCCC/iJ.l 

101 1 + + + + + 240 

TCCCCAATGGAGTCGCTACCAGAAACTGTGGACTTTCGACCTCGAAAACTTNTCGGGGTlv' 

CACCTTCAGCTTCAGGGGCGGCTCNGGCGGCAACCGCACGTGAl-IATGCTGGGGGCTTCGA 

241 + + + + + + 300 

k GTGGAAGTCGAAGTCCCCGCCGAGNCCGCCGTTGGCGTGCACTNTACGACCCCCGAAGCT 

I CTTGGGCCGGCACGGNTGCTGGGTGGCCATGGAAlWJv'ACAGNACAGftGCCCGGNACACAA 

-- 301 + + + + + + 3€C 

GAACCCGGCCXSTGCCa^ACGACCCACCGGTACCTTNNNTGTCamSTCTCGGGCCNTGTGTT 

ATANTGCGAGTCGCCANGGNAACCGCGTGGCTCCTCCCCGAACGCCCaJCAAGGGGCGGGA 

361 + + + + + + 420 

TATNACGCTCAGCGGTNCCmTGGCGCACCGAGGAGGGGCTTGCGGGNGTTCCCCGCCCT 

421 + + + + + + 480 

GGACTCACTCAAGNAOCa3CCXX:GGAGNGTAGTTGAAGTTaMAC7AC<3ACC^ 

; EI 481 + + + — -+ + + 540 

CTCGkSCCCTTGTTCCCTCCTTGGAOlTCaSGCXSCCACGarrATTCGCT 

AGAATCTGGAACAGTCCaCCCGAGATTCCTTCCAGGACTGCCGGCGGACTCTCGCATTCA 

541 1- . V + + -f + 600 

TCTTAGACCTTGTCAGGT<3GGCTCTAAGGaUiGGTCCT<3AC<X3CCG<OTX3AGAGCGTAAGT 

GCCCGGGATTTGCAGCCGACCTTCTTTCCGGGTCraAATGACGGCCTTXGTCCCAGTAACG 

601 + + + + e + 660 

CGGGCCCTAAACGTCGGCrGGAAGAAAGG«:CACCTTACTGCCGGAAACAGGGTCATTGC 

CAGGAGTCNHCCCCACCCCCAACCAGCTCGCGTTCCTGGGTCGGGGCAGCGCAGGATAGG 

661 + + -, + + --- + + 720 

GTCCTCAGNNGGGGTGGGGGTTGGTCGAGCGCAAGGACCCAGCCCCGTCGCGTCCTATCC 

Start 

GCAATAAGCCTGTGCGCGCAATCCGCCTCGCCGCCCTTGCTCCGAAGCACTCCAGCCfilS 

721 + + - --- + + + 780 

CGTTATTCGGACACGCGCGTTAGGCGGAGCGGCGGGAACGAGGCTTCGTGAGGTCGGTAC 

AAGCTCAACTTTTCTCTACGGCTGAGAGTTTTCAATCTCAACTGCTGgtaagtaagtgct 

781 + + + -+ + + 840 

TTCGAGTTGAAAAGAGATGCCGACTCTCAAAAGTTAGAGTTGACGACcattcattcacga 
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cccaggcgtgggCTGCAGCCTCGGAGCCACCTTCCAGrcCCCTCTCGCRCATGCCTAGGfl 

+ + 4 + + + 900 

gggtccgcacccGACGTCGGAGCCTCGGTGGAAGGTCAGGGGAGAGCGTGTACGGATCCT 



901 + + + + + + 960 

TCCTTCGTCCAGAAGAAGTCGGCTCGATCTGGGACAGGAAGGGCTTGGTGGTTTCAGGTG 

ATCGCCTAAAGACCAGAGCTTGGGTGGTTGCAGCAATCACCAAAGTCCCTATCATCCAAA 

961 + + H + + + 1020 

TAGCGGATTTCTGGTCTCGAJiCCCACCAACGTCGTTAGTGGTTTCAGGGATAGTAGGT-TT 

GCTGAGGTGATGACAGCAGTAATCGTCCCAAACCTGGCCCATGTCTTTCCTTTTAAATGA 

1021 + + + + + + 1080 

CGACTCCACTACTGTCGTCATTCGCAGGGTTTGGACCGGGTACAGAAAGGAAAATTTACT 

TTTACTTTTATTTTCTGTACATTTGGTGTTTTGCCTGTATGTATGTCTGTGTGAAGGTGC 

lOei + + + + + + 1140 

AAATGAAAATAAAATACATGTAAACCACAAAACGGACATACATACAGACACACTTCCACG 

CAGATTCTCTGGAACTGGAGTTACAGACAGTTGTAAGCTGTCATGTGCTTGCTGGAAATT 

1141 ^ + + + + + 1200 

GTCrAAGAGACCTTGACCTCAATGTCTGTCAACATTCGACAGTACACGAACGACCTTTAA 

GAACTGCn<3ACCCATCTCTTCTGCCCCCTGCGTCCTCCACCCCTTTTAGGGACATCCCCT 

1201 + + + + + + 12C0 

CTTGACGACTGGGTAGAGAAGACGGGGGACX3CAGGAGGTGGGGAAJIATCCCTGTAGGGGA 

ACCTGAGCAAACATAGGGCGGACCGCATGAAGCGCTTGGGAGACTTTCTGAACTTGGAAR 

1261 + + + + + + 1320 

TGGACTCGTXTGTATCCCGCCTGGCGTACTTaSCGAACCCTCTGAAAGACTTGAACCTTT 

EII 

ACrrTGATCTGGCTCTCCTGGAGGAGGTGAGGTTCTAGGGCAGGCTAGGTT^ 

1321 + + --— + + + + 1380 

TGAAACTAGA«:GAGAGGACCT«rrCa^CrrCOACArrCCCGT<XX3ATCCAAC^^ 

CAGOlGGCGGCAGGCGGCGGCAGGAAflACrTGTTCTGTCTTGGGATG/lAATCCCT^ 

1381 +— .-- + +- + + + 1440 

GTCGTCCGCCGTCCGCCGCCGTCCTTTTGAACAAGACAGAACCCTACTTTAGGGT^^ 

GTATCCrCACCrTCTTCCTCCAGGTGTGGAGTGAGCRGGACTTCCCAGTACCTAAGGCAA 

1441 + --+ +— + + + ISOO 

CATAGGAGTGGAAGAAGGAGGTCCACACCTCACTCGTCCTGAAGGGTCATGGATTCCGTT 

E III 



ISOl + + + + + + 15G0 

TCCGATAGCGAGTGGATAGGTCTAGGTGTGATGAAGTCTTCCACTTTTCGGACACAAGAG 

AGCCTGTTCTCAGACGAGGAAGCTCTCCAACATTCTTGCTTGCACCCTCGATCTTCTT.ee 

1S61 + + + + + -- — _.-..+ 1G20 

TCGGACAAGAGTCTGCTCCTTCGAGAG6TTGTAAGAACGAACGTGGGAGCTAGAAGAAGG 

TCTGGGTGTGAGAAGAGCAGGCCGTCACCCTCATCTTGCAAGGGCTGCTGTCTTAGGCTT 

1621 + + + + + + 1680 

AGACCCACACTCTTCTCGTCCGGCAGTGGGAGTAGAACGTTCCCGACGACAGAATCCGAA 

TGTTCTGGGGTTGATCTTAGCAGTAGAGCTGGGAGACCGCGGAGGGGAAGAGGGCTGGCT 

1681 + ^ + + + + 1740 

ACAAGACCCCAACTAGAATCGTCATCTCGACCCTCTGGCGCCTCCCCTTCTCCCGACCGA 
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GGGTACTCCCCTCCTTGCTCTTCTGGTTATTAAGCAAGAGTTGGTTTTCAGCGGGATGAT 

1741 + + + + + + 1800 

CCCATGAGGGGAGGAACGAGAAGACCAATAATTCGTTCTCAACCAAAAGTCGCCCTACTA 

EIV 

AGGCAGTGGCCTCTGTGTGTTCTCCAAACACCCAATCCAGGAAATCTTCCAGCATGTCTA 

1801 + + + + + + 1860 

TCCGTCACCGGAGACACACAAGAGGTTTGTGGGTTAGGTCCTTTAGAAGGTCGTACAGAT 

CAGTCTGAATGGTTACCCCTACATGGTAAGGATCTCTTCCCTATCCTTGCTAACACAGAC 

1861 -1 + + + + * 1920 

GTCAGACTTACCAATGGGGATGTACCATTCCTAGAGAAGGGATAGGAACGATTGTGTCTG 



1921 ^ H ^ + + + 1980 

ACCTGCGTCGGAAGGACCCCGGAACCGTCCTCCCACAGTCATGGGACTCAAAAACAGAAG 

TCTTGCCTGCAGTTCCATCATGGAGACTGGTTCTGTGGGAAGTCTGTGGGGCTGCTGGTG 

jgei + 4 + + + + 2040 

AGAACGGACGTCAAGGTAGTACCTCTGACCAAGACACCCTTCAGACACCCCGACGACCAC 

E V 

; 3 CTCCGTCTAAGTGGACTGGTGCTCAATGCCTACGrGACTCATGTGAGTGGGGCTAGCCAG 

J 2041 + + + +-- + + 2100 

J GAGGCAGATTCACCTGACCACGAGTTACGGATGCACTGAGTACRCTCACCCCGATCGGTC 

a 

= GCTTAGGCAGTGGGTCAAGCAGCCCAATGCTATGGTGGAGAAGAGACGCCACTAGTTAGT 

= 2101 + + + + + ■-+ 2160 

LJ TCTGCTGCCTGGGGATAAGGCATGGGATCAGAAGCTAGCATTGGGCAAGGTTCACCCATT 

2161 + + + + + + 2220 

i J AGACGACGGACCCCTATTCCGTACCCTAGTCTTCGATaSTAACCCGTTCCAAGTGGGTAA 

J 1 CCCTGTa^CACTCTGCCATGTGACAGATGACTlAGCTTGATTCAGACAGCCTTCTCTT^ 

r 2221 . + + + — + + + 2280 

y GGGACAGTGTGAGACGGTACACTGTCTACTGTTCGAACTAAGTCTGTCGGAAGAQAAACT 

O TTTCACCTATTCCACTTTAGCTACATGCTCAGTAC»G<XXaCAGAAGGACaiTCT 

2281 +-- + + + + +. 2340 

AARGTGGATAAGGTGAAATCGATGTAOTACTCATGTeMGCTGTCTTCCTCT 

EVI 

2341 + + + ■+ + + 2400 

GTGTGGCaCACCGGGTTCGAACX:CTTGACCGG<3TCAAGTAGGTCA<a.CACTCGGACCCGA 

TGATGGGGGCTGTGGGGTGGGGACGGGGTTGAGGGATGNGKAANTTATCCTTGAAGAGGG 

2401 +-- + + + + + 2460 

ACTACCCCCGACACCCCACCCCTGCCCClaiACTCCCTACNCOTTNAATAGGAACTTCTCCC 

CACATAATAAGGGAAGAATTTCCTCCTTGCCGCTCTTCCCCCAACTCAGCCACACATCCA 

2461 +-- - + + +-- + 2S20 

GTGTATTATTCCCTTCTTAAAGGAGGAACGGCGAGAAGGGGGTTGAGTCGGTGTGTAGGT 

EVII 

AGAATGCAGATGTGGTTCTATTGTGTGGAGACCTCAATATGCACCCCAAAGACCTGGGCT 
2521 + + + + + + 2580 
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GCTGCCTGCTGAAAGAGTGGACAGGGCTCCATGATGCTTTCGTTGAGACTGAGGACTTTA 

2581 + + + + + + 2640 

CGACGGACGACTTTCTCACCTGTCCCGAGGTACTACGRAAGCAACTCTGACTCCTGAAAT 

2641 + + + + + + 2700 

TCCACTCTCTGACAAAGGGTGGTTGflGGTGTGAACARGGTCAGAAGGACAGAGARTCGTA 

CCTAGCCACCTGTTTCCCTAGGGCTCTGATGATGGCTGTACCATGGTACCCAAGAACTGC 
2-701 + + ^ + + + 2760 

!•: viii 

TACGTCAGCCAGCAGGACCTGGGACCGTTTCCGTCTGGTATCCGGATTGATTACGTGCTT 

2761 ^ + + ^ + + 2820 

ATGCAGTCGGTCGTCCTGGACeCTGGCAAAGGCAGACCATAGGCCT;vACrAATGCACGAA 

TACAAGGTCAGGCTCTTATTCCCGGTGTGCCTTCTCCAGTATCTTCCTTCCTCTGTCACT 

2021 ^ + + + ^ + 2880 

ATGTTCCAGTCCGAGAATAAGGGCCACACGG^AGAGGTCATAGAAGGAAGGAGACAGTGA 

AGCCCACGCTTTAGTTCAGCTACAGTCTTGGGCCACTGATGGCTAAAGAATAGAATCCTG 

2881 + + + + + + 2940 

TCGGGTGCGAAATCAAGTCGATGTCAGAACCCGGTGACTAGCGATTTCTTATCTTAGGAC 

TCGGCTGGTTCTCTGGGAGAATTTAAGCTTCTCCATGTTCTTGCTCTTCCTAGGCAGTCT 

2941 + + + + + + 3000 

AGCCGACCMGAGACCCTCTTAAATTCGAAGAGGTACAAGAACGAGAAGGATCCGTCAGA 



3001 + + + + + — + 3060 

GACTOlAGGTGCAGACGACACTCTGAGACrTTTGGTGATGTCCGACXCTGGGAGTGTCAC 

EIX 

ACAAGOXOTCrCTGATCACGAGGa^CTCATGGCTACTTTGTATGTGAAGC^ 

3061 + + + + +— ^ + 3120 

TGTTCX3<MAAGAGACTAGTGCTCCGGGAGTACCMATGAAACA.TACACTTCGTGTCGGGGG 

CT<».GGAAGAC«:CTGTACTGCCrrGTGGTAAGCAGCATTTCCTTTGTCCCCr^ 

3121 + + + + + + 3180 

GAGTCCTTCTGGGGACATGACGGACACCATTCGTCGTAAAGGAAACGGGGGAGATGAAAT 

AGGCAGCCCaSCCTCCATCCTGACCCTCCCCTGCrCTAaSTTCTCTCT^^ 

3181 + + + + + + 3240 

TCCGTCGGGGCGGAGGTAGGACTGGGAGGGGACGAGATGCAAGAGAGAAAAAGGTCCGGG 

ACTGGAAAGGTCCGATTTGATCAGCGTGCTAAGGGAGGCCAGGACAGAGCTGGGGCTAGG 

3241 + + + + + 3300 

TGACCTTTCCAGGCTAAACTAGTCGCACGATTCCCTCCGGTCCTGTCTCGACCCCGATCC 

EX 

CATAGCTAAAGCrrCGCTGGTGGGCTGCATTCTCTGGCTATGTGATCGTTTGGGGGCTGTC 

3301 + + + + + -- + 3360 

GTATCGATTTCGAGCGACCACCCGACGTAAGAGACCGATACACTAGCAAACCCCCGACAG 

CCTTCTGGTGTTGCTGTGTGTCCTGGCTGCAGGAGAAGAGGCCAGGGAAGTGGCCATCAT 

3361 + + + + + + 3420 

GGAAGACCACAACGACACACAGGACCGACGTCCTCTTCTCCGGTCCCTTCACCGGTAGTA 
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CCTCTGCATACCCAGTGTGGGTCTGGTGCTGGTAGCAGGTGCAGTCTACCTCTTCCACAA 

3421 + + + + + + 3480 

GGAGACGTATGGGTCACACCCAGACCACGACCATCGTCCACGrCAGATGGAGAAGGTGTT 

GCAGGAGGCCAAGGGCTTATGTCGGGCCCAGGCTGAGATGCTGCACGTTCTGACAAGGGA 

3481 + + + + + + 3540 

CGTCCTCCGGTTCCCGAATACAGCCCGGGTCCGACTCTACGACGTGCAAGACTGTTCCCT 

AACGGAGACCCAGGACCGAGGCTCAGAGCCTCACCTAGCCTACTGCTTGCAGCAGGAGGG 

3541 4 ^ + + + + 3600 

TTGCCTCTGGGTCCTGGCTCCGAGTCTCGGAGTGGATCGGATGACGAACGTCGTCCTCCC 
Stop 

GGACAGAGCXTAAGAGCTTAACAATAAAACTTGCTTGACACACTCTAGTGGCTCTACCTT 

3601 1 + + + + + 3S60 

CCTGTCTCGAATTCTCGAATTGTTATTTTGAACGAACTGTGTGAGATCACCGAGATGGAA 

GTTCCTTGCAGAGGCATGATGGGAACTGAAGGTCAGTGGCCTTGTCACTGTGTGGCTTTA 

36G1 1 ^ + + + + 3720 

CfAGGAACGTCTCCGTACTACCCTTGACTTCCTVGTCACCGGAACAGTGACACACCGAAAT 

GAGCGTTGGCCTCTCACTTGCCTTTTTTGCACACTCCCGTCTCCTGCCAGCACAGAGCAT 

eJ 3721 H + + + + + 3780 

- S CTCGCAACCGGAGAGTGAACGGAAAAAACGTGTGAGGGCAGAGGACGGTCGTGTCTCGTA 

i; g AAACCCTGTTCATGGTCATAATCCTTTTATTGTAAACAACGAAGCCTCTGACTAAGCAGT 

3781 + + + + + + 3840 

CCAGATGGCGGAGGTACAGCCCTTGTGATGGTGTCTTGCTTACGGGGCAGGGAGGCAGCT 

>-i 3841 + + + + + + 3900 

GGTCTACCGCCTCCATGTCGGGAACACTACCTICAGAACGAATGCCCCGTCCCTCCGTCGA 

1 J 7iACCATCATCTTCTA<3CCCTGGGCTCCCATCTATGCAG<X3VT^ 

iT 3901 + + + + + + 3960 

; TTGGTAGTAGAAGATCX3GGACX:CGAGGCrrAGRTACGT<XGTAGA<SAGACTCGGAGGC7iAG 

; j CTCCTGGAATTGGim»GAGCAATCCCGCTTGGTTCACC3lACCTCCAAACAGCTTC 

-'J 3961 + + + + + + 4020 

GAGGACCTTAACCNAGTCTCGTTAGGGOSAACCAAGTGGTTGGAGGTrrGTCGAAGGAAT 

AGGACCTGGTTTCTCAAAANGGNAAGGTKaX3G<XjrCXGGTCTTCAATANGTTT^ 

4021 + + + ^ + - T+ 4080 

TCCTGGACCAAAGAGTTTTKCCim^CANGCCCGGAGGCCAGAAGTTATNCAAAAGGATT 

AAAGGGANGAATGAAAANCCTTAAGNKCCAACAAGGGGAACCCTTGGNCCCAAAAGGGGA 

4081 + + + + + + 4140 

TT-TCCCTNCTTACTTTTOGGAATTCNNGGTTGTTOrCCTTGGGAACOIGGGT^^ 

CCTGGGTGGTTTCCCNTTGGGGCCAAANTTATCCCAAAGGGGTCCAATTGAAGGGTTAAC 

4141 + + + + + + 4200 

GGACCCACCAAAGGGNAACCCCGGTTTNAATAGGGTTTCCCCAGGTTAACTreCCAATTG 

CCCCCAAAAANNACCG^^TTCCCCCGGAATTTCCAAAGGTTTNCCCCCCCCGGCAAAANC 

4201 + + + + + + 4260 

GGGGGTTTTTNNTGGGNAAAGGGGGCCTTAAAGGTTTCCAAANGGGGGGGGCCGTTTTNG 
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TCCCTTGGGGNNCCNAANCCNTGGCCCGGNCTTGGCTTTTCCCCCTTTCCCAAGNATTTC 

4261 - + - + + + + + 4320 

AGGGAACCCCNNGGNTTNGGNACCGGGCCNGAACCGAAAAGGGGGAAAGGGTTCNTAAAG 

AAA^TOTTCCCTNGGAAANCCCC^TGNTTGGNAAAACCNAATNANGARCCANGCCA7^N^n^ 

4321 + + + + + + 4380 

TTThmAAGGGANCCTTTNGGGGAACNAACCNTTTTGGim'ANTNCTTGGTNCGGTTNNNA 

TGCCAANAAACCNTTTGGGCAAAGGGGGNAAATTCANCAANGGGGNAATTGGGGAAACCC 

4381 + + + + + + 4440 

ACGGTTNTTTGGNAAACCCGTTTCCCCCNTTTAAGTNGTTNCCCCNTTAACCCCTTTGGG 

NTGGGTTTNCCCA7LAGGGCCCNAANANT 

4441 + + 4468 

NACCCAAANGGGTTTCCCGGGNTTNTWA 



Figure 2-6 



09/485473 



10/J.2 




Figure 3 



11 / 12 





Figure 



09 A 8547 3 



12/12 



Constructs for generating transgenic mouse mutants 
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Ubiquitin promoter: 

nSMase: 

lacZ: 

polyA: 

CMV: 

rtTA: 



CMV-1: 



IRES: 



regulatory sequence of the ubiquitin gene, controlling 

a ubiquitous transcription. 

neutral sphingomyelinase 

lacZ, gene coding for p-galactosidase 

recognition signal for the termination of transcription 

and polyadenyiation 

cytomegalovirus promoter of the cytomegalovirus 
gene, controlling a ubiquitous transcription, 
reverse transactivator, binds to the minimal promoter 
and thus controls transcription. The binding properties 
of the transactivator are influenced by tetracyciin. The 
addition of tetracyciin makes the transactivator bind 
to the minimal promoter and starts transcription, re- 
moval of tetracyciin prevents the binding of the trans- 
activator to the minimal promoter and prevents tran- 
scription. 

minimal promoter, binding of transactivator starts 
transcription. 

internal ribosomal entry sequence, viral initiation 
signal for translation. 
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